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OPENING STATEMENT 

1. We contend that there is no compelling scientific justification 
for the Review Draft's proposed classification of ETS as a 
Group A ("known human") carcinogen. 

2. We recognize that, for many, the ETS issue is not purely 
scientific. Media reports about the Review Draft's release 
and the constitution of this SAB panel illustrate the emotional 
and political undercurrents to this issue. 

3. This SAB panel, however, has been charged with a single 
task—to determine whether or not the scientific data, when 
critically examined, convincingly support the claims of the 
Review Draft. The panel has not been asked to judge whether 
smoking is annoying to others, or to provide a motivation for 
smokers to quit. Whatever one's personal views of smoking may 
be, this Panel has been asked to divorce emotion and politics 
from science and to provide the American public with a decision 
based upon an honest, objective appraisal of the scientific 
data. 

4. With all due respect to the authors of the Review Draft Risk 
Assessment, we submit that the document suffers from numerous 
factual and procedural errors, and from inadequate and 
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incomplete analyses. Specifically, the document provides a 
selective, uncritical review of the available data on ETS. 

5. We note at the outset the implication of the Review Draft’s 
proposed designation of ets as a Group A carcinogen. The 
Draft's contention implies that the ETS issue has been 
scientifically established, and that all gaps in our knowledge 
have been filled. This, however, is not the case; even a 
cursory look at the on-going research on ETS, in which many 
on this Panel are involved, reveals the magnitude of continuing 
efforts directed at resolving this complex scientific issue. 

6. Although the Review Draft claims to provide a "weight of the 
evidence" analysis for ETS as outlined in the EPA's 1986 
Guidelines for risk assessment, the approach is neither 
comprehensive nor critical.* The Draft does not successfully 
establish even the first step for a "weight of the evidence" 
approach, namely, that of hazard identification. The EPA 
Guidelines for hazard identification require consideration 
of data on the physico-chemical properties of, and extent of 
exposure to, ETS, as well as consideration of epidemiologic, 
toxicologic, and pharmacologic data, including results from 

* In its April 1990 review of guideline revisions for assessment 
of suspected toxicants, the Environmental Health Committee of 
the SAB writes: "Assessing the completeness and cruality of 

the database for a specific agent is an important part of the 
risk assessment process" (p.6). 
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short-term tests and animal studies. The Review Draft 
addresses only epidemiologic data. 

7. Instead of addressing published data on actual STS exposures, 
the Review Draft suggests, without scientific support, that 
similarities in the physico-chemical composition of mainstream 
and sidestream smoke permit inference to the properties of 
ETS.(1-3) (Elsewhere, however, the Draft contradicts this 
contention and states that extrapolation from MSS and SSS to 
ETS is not valid because MSS and SSS differ both quantitatively 
and qualitatively.(4-15)) Published data on ETS composition 
and exposures are ignored.** Pharmacologic data demonstrating 
the inadequacy of cotinlne as a quantitative marker for ETS 
exposure/dose likewise are not examined? toxicological data 
from animal inhalation studies and short-term tests on humans, 
both of which report no significant differences among exposed 
and nonexposed subjects, are ignored. Indeed, contrary to 
the argument of the Review Draft, not one of the constituents 
identified in MSS or SSS as "possible carcinogens" has been 


** 


- fC 

The importance of a balanced hazard identification is 
underscored in a May 19S9 Report of the SAB on the evaluation £r 
of proposed guidelines for exposure-related measurements.2? 
The Report states: "Human exposure assessment techniques^ 

play a central role in environmental epidemiology, risk£~* 
assessment and risk management. In environmental ^ 
epidemiology, appropriate exposure assessment methods are.jj 
critical to minimizing errors, such as those caused byftj 
confounding factors and misclassification...". (p.4) 
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proven to be a pulmonary carcinogen in inhalation studies on 
animals. 

The Draft relies exclusively on data from epidemiologic 
studies, but no critical analysis of any of the studies is 
performed. The published literature challenging various 
aspects of the studies is neither referenced or discussed. 
The draft restricts its review to 24 epidemiologic studies, 
but does not acknowledge that 19 of those studies do not report 
statistically significant results. Those studies thus do not 
reject the null hypothesis, and they provide no statistical 
support for the contention that ETS exposure causes lung cancer 
in nonsmokers. 

Nevertheless, ostensibly to increase sample size and 
statistical power, the epidemiological studies are combined 
in a meta-analysis by the Draft's authors. A statistically 
significant point estimate of 1.4 is achieved through this 
procedure. Yet the legitimacy of this combination technique, 
given diverse study populations, exposure indices and 
protocols, is not addressed. The data from the largest U.S 
study are omitted from the analysis, and the data from th 
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moat heavily criticized, scientifically suspect studies are 
included without qualification.**' 1 ' 


10 . The Review Draft fails to provide an exposure assessment , a 
necessary condition for a risk assessment according to EPA's 
own Guidelines, The fact that no exposure data exist for any 
of the epidemiological studies is not addressed in the Draft. 
The Draft assigns no weight to the individual studies prior to 
combining their results in a meta-analysis and the authors 
provide no criteria or evaluation for the inclusion or 
exclusion of data in the meta-analysis. 


It also appears that the authors of the Review Draft ignored 
the Executive offices' recent directive for the regulatory 


*** Ironically, the industry’s position on other issues has been 
characterized as representing something akin to the "flat-earth 
society." A recent letter'to the editor of Science suggests 
that if aeta-analytic procedures had been around at the time, 
they "would have confirmed that planet Earth was flat and the 
center of the Universe." ( Science October 2S, 1990: 493-494). 

**** The SAB's ad hoc panel on dioxin {November 1989) criticized a 
Review Draft on Dioxin for just those oversights. The ad hoc 
Panel urged the authors of the Draft to "distinguish between 
excellent versus poor experimental data" (p.4). The panel 
recommended that "the document distinguish between excellent 
versus poor experimental work and thorough studies versus 
cursory examination. Not all data should be given the same 
weight" (p.13). The SAB Report also notes that most of the 
epidemiological studies evaluated for dioxin "do not provide 
definitive data" and should be classified as "inconclusive, 
due in most cases to design limitations such as inadequate 
power and inadequate exposure assessments" (p.10). The ReportW 
concludes that "without good exposure data, the epidemiologic^ 
studies are meaningless." 
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program in the U.S. The document warns regulators to carefully 
assign "weights to each relevant study in the risk assessment 
literature, current practice gives undue weight to studies 
that show positive relationships" (p.25). 

The 1990 Executive Office Directive for the Regulatory Program 
in the U.S. states: "Unfortunately, epidemiological research 
suffers from its own set of limitations. For example, 
retrospective studies often have difficulty correlating 
morbidity and mortality with exposure to specific substances. 
Exposure data are commonly lacking, incomplete, imprecise, or 
affected by systematic recall or selection biases. 
Furthermore, the risks these studies seek to detect are often 
very small relative to background, thus making statistically 
significant effects difficult to observe. When health effects 
are latent, correlating exposures to illness is even harder." 

The report continues: 

"Besides these unavoidable methodological limitations, 
epidemiological studies often suffer from outright bias. 
Many studies employ scientifically questionable procedures 
aimed at demonstrating positive relationships between specific 
substances and human illness. Some researchers use 
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inappropriate statistical procedures to ’mine’ existing 
databases in search of associations.,." 

No consideration of any of these aspects is apparent in the 
Review Draft. 

12. Alternative meta-analyses of U.S. studies on spousal smoking 
and studies on workplace exposures to ETS provide no support 
to the Review Draft’s claim to a statistically significant 
increased risk of lung cancer among nonsmokers exposed to 
spousal smoking. Six additional studies on spousal smoking 
and nonsmoker lung cancer have been published since the Review 
Draft was issued, and results from five of the six do not 
achieve statistical significance. 

13. The six "causal" criteria which are preferred in the Draft 
for justifying the classification of ETS as Group A Carcinogen 
are incomplete and misapplied. Conspicuously absent from 
this list is the so-called "strength of the association" 
criterion. This criterion suggests that a point estimate of 
1.4 is "weak" and if bias and confounding at this reported 
risk level cannot be ruled out, the point estimate is 
essentially uninterpretable. 
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14. The Review Draft's criterion for "biological plausibility" 
lacks support from toxicologic and pharmacologic data. 
Existing data provide no support for the criterion; the Draft's 
stated basis for the "plausibility" claim, i.e., the similar¬ 
ities among MSS, S3s and ETS, is unsupported and contradicted 
by the authors' rejection of the direct extrapolation model 
for risk assessment. 

15. The Draft's criterion for "consistency" is not established. 

Nineteen of 24 studies examined do not achieve statistical 
significance and, in the remaining six, chance (due to 
confounding and bias) was not effectively ruled out. In 

addition, histopathological results reported in several studies 
suggest no common trends among reported nonsmoker lung cancer 
cases. 

16. An upward trend in "dose-response" in 14 studies is noted by 
the authors of the Draft, but the test employed is nothing 
more than a trend test for exposure, not a test for determining 
dose-response. Not one of the 24 studies in the Draft provides 
support for the dose-response claim when based upon exposed 
cases. 

17. " Detectable association at environmental levels." This 
criterion is essentially meaningless because no exposure data 
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were considered in the Draft's analysis. "Marriage to a 
smoker" is not a proper quantitative index of exposure. 


IS. " Broad based evidence ": The studies on lung cancer and spousal 
smoking are confounded by environmental exposures, diet and 
genetic factors. The u.s. studies together do not reject the 
null hypothesis. 

19. " Effects remain after adjustment for potential bias "t This 
criterion begs the question of causation and does not account 
for potential biases and confounders other than 
misclassification of exposure. 


20. Chapter Five of the Review Draft addresses children's 
respiratory disease. The analysis suffers from an incomplete 
and selective discussion of the literature, a lack of critical 
assessment of the studies discussed and it provides no 
consideration of pertinent confounding factors from the 
published literature. At least 25 published studies which 
are not addressed or referenced in the Draft have reported no 
significant associations between parental smoking and childhood 
respiratory disease. Many of these studies examine the 
influence of confounding factors in the reported association 
between parental smoking and childhood respiratory disease. 
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21. For these reasons, and because the Review Draft fails to 
provide a comprehensive and critical evaluation of the existing 
data on ETS, we do not believe the document presents an 
objective or balanced analysis of the ETS issue. We therefore 
urge rejection of the Draft's recommendation to classify ETS 
as a Group A carcinogen. 
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